NF-B and neutrophils in post-diarrheal HUS
Post-diarrheal hemolytic uremic syndrome (Dϩ HUS), Cytokines such as TNF, interleukin (IL)-6 and IL-8 the most common cause of acute renal failure in infants are elevated in the urine and sometimes the plasma of and young children, is a substantial cause of acute mortalchildren with Dϩ HUS [11] ; there is an early cytokine ity and chronic morbidity in this age group [1] , and the response in a primate model following injection of Stx1 outcome for adults is even worse [2] . There are no spe- [12] or LPS [13] . Sakiri, Ramegowda and Tesh have shown cific treatments of proven value and care continues to that Stx1-induced TNF-␣ activation in a human monobe merely supportive. Greater insight into the pathogencytic cell line was preceded by nuclear translocation of esis of this often-devastating disease is sorely needed as NF-B and activator protein-1 (AP-1), and loss of cytoa prelude to developing effective therapies.
plasmic IB-␣ [8]. The development of Dϩ HUS involves a complex inEvidence of oxidative stress in children with Dϩ HUS teraction between circulating lipopolysaccharide (LPS) comes in the form of elevated blood levels of markers of and Shiga toxin (Stx) and locally produced factors that lipid peroxidation [14] . NF-B is activated by oxidative promote and/or regulate inflammation and thrombosis.
stress, and its activation can be inhibited by antioxidants Integral to the elaboration of these disease mediators is [15] . However, there is little evidence that oxidative stress nuclear factor-kappa B (NF-B), a family of transcription plays a central role in NF-B activation, and its role in factors that include NF-B1 (p50) and p65 (RelA), which activation of NF-B appears to be stimulus and cell spewere studied in the report of Zoja and associates in this cific cytotoxicity that normalizes at recovery [22] . This sughemolytic-uremic syndrome. J Pediatr 119: [380] [381] [382] [383] [384] [385] 1991 gests that neutrophil activation is early and transient. ing apoptosis of neutrophils [26] . In the meantime, obser- Only through an understanding of the early molecular
